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^ ration and dispersal of air such that the L-lactate concentra- 
tion of the product solution remains under 40 mmoles/1. 

5,200,327 

EXPRESSION SYSTEM FOR THE SECRETION OF 
plOACTIVE HUMAN GRANULOCYTE MACROPHAGE 
COLONY STIMULATING FACTOR (GM-CSF) AND 
OTHER HETEROLOGOUS PROTEINS FROM 
STREPTOMYCES 
Robert T. Garrtn, Toronto, and Lawrence T. Malek, Brampton, 
both of Canada, assignors to Cangene Corporation, Missis* 


R' is H or lower alkyl; with (b) a glycoside of formula III 

X - 0CH » mo 
wherein 

X is as defined above; in a substantially non-aqueous me- 
dium, in the substantial absence of a solvent other than the 
acid or ester of formula II acting as a solvent for the 
glycoside of formula III, and in the presence of an immo- 
bilized lipase. 


Continuation-in-part of Ser. No. 795,331, Nov, 6, 1985, 
tbaDdoned, and a continuation-in-part of Ser. No. 221,346, Jot 
18, 1988, abandoned. This application JuL 26, 1988, Ser. No. 
224^68 

Claims priority, application Canada, Jot 25, 1988, 572956 
Int CU C12P 2 1/02; C12N 15/76. 15/00. 1/21 
VS. CL 435—69.5 21 n«im« 

1. A gene expression system comprising a regulatory nucleo- 
tide sequence operably linked to a nucleotide sequence encod- 
ing a heterologous protein, wherein 
said regulator nucleotide sequence comprises a promoter 
sequence operably linked to a nucleotide sequence encod- 
ing a signal peptide; 
said signal peptide is capable of directing the secretion of 
said heterologous protein in bioactive form from a host 
selected from the genus Streptomyces; and 
said signal peptide is a hybrid of signal peptides of the genus 
Streptomyces. 

7. A vector capable of transformation and replication in 
Streptomyces wherein said vector comprises a gene expression 
system of claim 1 or claim 5. 

14. A process of producing a heterologous protein in a bioac- 
tive form that is secreted from a host selected from the genus 
Streptomyces comprising the steps of: 

(A) transforming a host selected from the genus Streptomy- 
ces with a vector according to claim 7; 

(B) growing a culture of the host produced by transforma- 
tion with said vector under conditions such that said 
heterologous protein is expressed and secreted in said 
bioactive form; and 

(Q recovering said heterologous protein from said culture. 


5,200,329 

METHOD OF HYDROXYLATING 
3.{(4,7-DICHLOROBENZOXAZOL-2.YL)METHYL. 
]AMINO-5-£THYI^METHYL-2-(lH>-PYRIDINONE BY 

INCUBATION WITH LIVER SLICES 
Suresh K. Balani, Hatfield; Anthony D. Theoharides, Unsdale, 
and Laura R. Kauffman, JerYersonrille, all of Pau, assignors to 
Merck 6 Co., Inc^ Rah way, NJ. 
Continuation of Ser. No. 771,963, Oct 4, 1991, abandoned. This 
application Mar. 10, 1992, Ser. No. 850,008 
Int CL 5 CUP 17/16 
VS. CL 435—118 2 Claims 

1. A method of preparing the compound 


OH H 



5,200428 

PROCESS FOR PROD UCING METHYL GLYCOSIDE 
ESTERS 

Ole Kirk, Copenhagen; Stcd Erik Godttredsea, Vaeriose, both of 
Denmark, and Fredrik Bjorkling, HeUngborg, Sweden, as- 
signors to Novo Nordisk A/S, Bapraerd, Denmark 

FUed Mar. 16, 1990, Ser. No. 494,702 
Oaims priority, application Denmark, Feb. 17, 1989, 0768/89 
The portion of the term of mis patent subsequent to Mar. 2, 
2010, has been disclaimed. 
Int CL 3 CUP 19/04 
VS. CL 435—101 11 claims 

. 1. A process for preparing a compound of formula I 

R-COO-X-OCHj (J) 

wherein 

R is alkyl with 7-24 carbon atoms optionally substituted by 
hydroxy or halogen; and 

X is a monosaccharide containing one hexose or pentose unit 
which carries (a) the — OCH 3 group at the anomeric 
carbon atom and (b) the R — COO — group at a primary 
hydroxy group; comprising reacting (a) an acid or ester of 
formula II 


or a pbarmaceutically acceptable ester thereof, comprising the 
steps of 

(1> providing a quantity of 3-[(4,7-dichlorobenxoxazol-2- 
yl)methyl}amino-5-ethyl-6^meth^^ 

(2) incubating the compound of step 1 with rat liver slices, 
and 

(3) isolating the compound. 


R — COOR 1 
wherein 

R is as defined above; and 


(ID 


5,200^30 

METHOD FOR THE PREPARATION OF METHYL 
ANTHRANTLATE 
Gregory V. Page, Maptewood; Booim Sdre, East Brunswick, 
and Mohamed L Farbpod, Holmdel, all of NJ., assignors to 
BASF K&F Corporation, Parsippany, NJ. 
Dtriskm of Ser. No. 70,062, Jul 6, 1987, abandoned. This 
application Sep. 14, 1990, Ser. No. 582,829 
Int CL 3 C12P 13/0a 13/02. 7/62 
VS. CL 435*128 8 n^- 

1. A method for the production of methyl anthranilate com- 
prising: 

providing a microorganism selected from the group consist- 
ing of Trametes versicolor ATCC 42394 and Polyporus sp. 
ATCC 10089; 

incubating said microorganism under aerobic conditions 
with substrate methyl N-methyl *ti ttirmf>^ tf in a nutrient 
broth for a period of time at a pH and at a temperature 
effective to allow said microorganism to convert 
substrate to methyl anthranilate, wherein said pH is in a 
range of from about 3 to about 9, said temperature is in a 
range of from about 18* C. to about 33* C and said incuba- 
tion period is from 1 to 14 days; and 

recovering the methyl anthranilate. 
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ri.H« Dure Rf+Vpbenylethanol in the presence of NADPH. 

1* said dehydrogenase, in substantially pure form, 

"?aTS^S2 P« of 7 for reduction of acetopbenone 
^an op^um Ph of 8 for oxidation of phenyl; 
rtn has an optimum temperature or 25 -m v,., 
S hat value of 6x 10-* M for acetophenone; 
S to a Km value of MX 10-* M for NADPH; and 
£{ r«pidW inactivated by EDTA but is only weakly 
^nnS by inhibitors and chelators selected from the 
Salting of W-dipyridine. UO-phenanthroUn . 
Sacetamide. p-hydroxymercurybemoate. N*tivyl- 
£ie. phenylmethanesulfonyl nuor^ andTnwn 
X-100 and SH-protecting reagents selected from the 
group consisting of dithiothreitol and glutathione. 


5,200,338 

BACTERIAL EXTRACELLULAR LIGNIN PEROXIDASE . 
Donald L. Crawford, and Muralidhixa Ramaehandra, hot* of 

Moscow, I<L, assignors to Idaho Research Foundation; J 

poration, Moscow, Id. 

Filed Not. 30, 1988, Ser. No. 277302 
Int a» C12N 9/24 
VS. a. 435-200 161 
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5,200,336 

RESTRICTION ENDONUCLEASE OBTAWABLEFOAM 
^^CTLLUSCOAGULANS AND A PROCESS FOR 

PRODUCING THE SAME 
Huimta Kong. Bererty. and Ira SddOruL ^f^^f 
Man*. a«dgnors *> New En 8 Und Bk)Uta ' Be ^ y ' 

M ™*" pued JnL 2, 1990, Ser. No. 547,787 
^CL'CUS 9/22. 1/00 

"f freSSn'endonuctase obtainable from Bacillus coagu- 
W ATCC No. 55055. where said endonudease recogmzes 
SoUowtag base sequence in double^tranded deoxynbonu- 

cleic acid molecules: 

5* . . . l(N)10COA(N)6TOC(N)12l • • * * 
y . . . t(N)12OCT(N)6ACO(N)10t . . . 5 

«d cleaves said deoxyribonucleic acid molecules at both ends 
of the recognition sequence as indicated by the arrows. 
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1. A lignin peroxidase enzyme having a molecular -weight of 
about ig kD. enzyme activity that produces Ca-oudaocm and 
Ca-Cfi cleavage of lignin and lignin depadaWm produc* 
and a specific lignin peroxidase activity of greater than 0.30 
enzyme. U/mg. 


5,200^37 

NOVEL TYPE U RESTRICTION ENDONUCLEAffi, APO 

L OBTAINABLE FROM ARTHROBACTER 
PROTOPHOS^nAE AND A PROCESS FOR PRODUCING 
THE SAME 

C^ol Poli»on, Arlington; Derek R <>*^^^^^S 
Lonnen, Newbury, ail of Mass. asaignors to New England 
Biolabs, Inc. Bererty, Mass. 

Filed Oct 25,1991, Ser. No. 782,515 
Int CL 5 C12N 9/22 
435—199 Claims 
"t ^sSmtially pure Type II restriction endonuclease 
AoO I obtainable from Arthrobaeur pnmphornuae 
(ATCC055228) which recognizes and cleaves aU permutations 
of the following base sequence in double^tandard deoxynbo- 
nucleic acid molecules: 


5-Pu A ATTPy-3' 
3'-PyTTAAPu -3' 

and having a cleavage defined by the arrows. 


S^ML339 

PROTEASES CAUSING ABNORMAL DEGRADATION OF 

AMYLOID /3-PROTFJN PRECURSOR 
Carmd. ILAbratam, 5 Btodgett Rd, Lexington, M~02173 
C ^^aSo^rt of Ser. No. ^^"'^ 
abandoned. This application Apr. 5, 1991, Ser. No." 1 * 093 
^ntO.' C12N 9/4* C12Q 1/37: A61K 37/547^ 

U f a" brtn^lrived, calcium activated proteolytic factor 
comprising a serine protease that cleaves /Hytrin ^ 
at a site outside the 0-protein domam and near the *4R«m 
N-terminus, said serine protease migrating as a band having a 

lar weight of about 68 UJa, as estimated by 12% SDS-PAGE 
using aTmolecular weight standards phosphorylase B. bovine 
serum albumin, ovalbumin and carbonic anhydrase. 


5,200^40 „„™ 
THROMBIN-ACnV ATED TISSUE PLASMINOGEN 
ACTIVATORS 
Donrid C Forter. Eileen R. MnWhlll; *"£"£ r| ** 
Se-He, W«h4 Kurt PtageLttnno, "^S^LJ^t 
Yoahttake, Ibarald, Japan, asalgaon to ZjrmoGenetlea, inc, 

SertUe ' W raed May 22. 1987. Ser. No , 5*412 

Int. Ct> C12N 9/61. 15/00. 15/58. 15/35 ^ 

U f A^majTctau^form of a human t'PA. wherein said single 
chain formis cleavable by thrombin, said cleavage resulting in 
stimulation of amidolytic activity. 
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!^ K for the tabtuttt N-^tyl-2,J-dktehydroleucine Me , ta> iy 1 iy,cyiil e leulen»riphele 0 c 5 fivilgi y 

is O (XT C 0.1M glycine buffer, pH 9). tea ile gly tea ik glycy. «r I* thr «p » progh, 
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cimiCTORY SIGNAL SELECTION VECTORS FOR 

Urn* B« P. H. P*«. ^SSStSS^T^t 

Gerard Vcmu. Harem, Netherltana, «P« ro 


b S^Srtta of Ser. No. 45 ,090, May 1, 19*7, P«t No. 
a ImMTmta anfttcntfton Dec 13, 1990, Ser. No. 6J7,028 

^^^2im1m4; ciiN u/m j/u; cam «/» 

A61K 57/02 

U.S. CL 435—69.1 4 C**"** 

1. In amcthodVor producing a peptide produ^ 

nant technique** wherein a host niicrooTganisin is ***^~**^|*r 

with a plasniid comprise 

uTandgrowing said host under nmrient omdiuo^^ 

improvement which cotnprises: 

employs* said gene an open readme 

^Uride product joined at its 5' terminus to * ^J^JJ*" 
™£ Sing an amino acid ^^^^ 
Zoning as a secretory signal O 1 ?""^™^ 
^Tse<roence-). wherein said open teadiiig frame DNA 
se<mencc is other than the native open reading frame of 
said DNA sequence encoding said secretory sequence and 
wherein said secretory sequence comprises one of the 
following ammo acid s equ en ces- 

Met erg lys aer to ik thr lea gty lea ate ler val 
0e gty thr ter ser phe to ik pro phcthr aer *s 
thr «k •« ak glu thr to aap glu lya lys gm lys 
0e gmuerlyagmeergrovalakaeraerfegro 
ala lya gro ry» gm ku thr gro; 

Met lys lys met leu val val lea ku phe ser da leu to 
to —Scys gty« grygtawly. ak am thr ala 
gto thr pro gin val to tap val lyt ten thr gly; 

Metikaxgglyiktoikakval ku gty ue ala ik 

val gly; 

Met to lya lya val tk ku ala ala phe ik ku val gly 
aer, 

Ue gta-thr ku lyt aer atp arg ko aap to pte pro ka 
to erg to thr ly. lyt pro lya val gm thr gty ue asp 
thr totoproatptyrlyalysgm; 

gm phe glu lea ala pro giy ku phe ik to ku phe ku 
phe val met ate val ik gly; 

Met to lys arg thr aer phe val aer aer to pte 0e aer 
•er ala val to to aer ik to to pro aer gty to aer 
bia thr to ter ak lyi gly thr am ly« ata « to 0k 
phe eheatp mr gro thr thr gly to gly gly gly «k gty 
an mr ik phe to ku gty ma ala, arg val. tyr glu aap 
arg val thr val lya gin hk to to prolyl pro lye am 
gto val ala to tyr gin aer phe to aer glu val aap ik 
thr aertovalthrtyraangiylyiala phe asp tyr, 

Mettysik aer arg ik to to sk ak val fle to aer 
•er val phe aer ik thr tyr to gro aer aap to gty trp 
phe ak lyt glu gly gm met aap glu thr phe thr lyt ak 
ak pheryt to lya thr gty gro val aer asp; 

Met tya gin thr val to to to phe mr ak to phe to 
•er gly cya aer val ak aer ak asp aap aer val pro arg : 
phe mr glu gm gry lyt tyr ik gly aer ak asp; 

Metlyalyatovalpheglyto ku-ak ik val ku phe 
gty cya gty to tyr ik tyr ma val trp phe gty aap; 


Met arg lya trp ik alaakakglykuaktyrvaileu 
tyr gly leu phe phe tyr trp tyr phe phe ku ter gly asp 
set akikprogroakvallyagiythrghiakaap; 

Met pro ik lya lyt lya val met met cya ku ak val thr 
to valpheglyaermetaerpheprothxtothrasnaer 
gly gly phe lyt glu aer thr aap; and 

Met lya to val pro arg phe arg lyt gk trp phe ak tyr 

to thr val leu cya ku ak kuakakakvalaerphe 

gly val pro ak lya ak ak glu aan pro gin thr aer val 

•er aan thr gly lya glu ak aapakthrlyaaanghthr 

•er lyt ak aap. 


5,2124m 

NUCLEIC ACIDS E NCOD ING A HUMAN C3B/C4B 
RECEPTOR (CR1) 
«*ntoT.Fea«u*Baltinmre,Mn^ 
UDeTMsm; Wiamk W. Wong, Wahan, Msm; Genii a\ 
Carton, Wettoky, Mann* Michael P. Coadao, Newtaa, 
Mam; Stephen H. Iss Ssatbmry, Maaa^ and Surras C Mat 
ridea,Ben^Maaa.aasignc«toTW 
mutt?, Bardnmre, M1I4 Brtgham and Women's Hosaftsi, 
Bostoa and T Cefl Srimrra, Inc-, Cambridge, horn of Mm 
of Scr. No, 176\532, Apr. 1, 199. 
Thk anuUcarJoa Apr. 5, 1989, Ser. No. 332*3 

int a. 5 cun i j/u ism 

VS. CL 435—69.1 «4a*m 


#t , ■ m 
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L An isolated nucleic acid encoding a polypeptide, tk 
ammo acw sequence of whKhcomprisa 
the amino acid sentience depicted in FIG. 1, winch polypep- 
tide has a complement regulatory activity. 


5,212,072 "'_ 
POLYPEPTIDES CX>MFLEMENTAttJTTOPWWDffl^ 
PROTEINS HAVING AN AMINO AOD SMUTOCB « 

™^S»rn>E coding sequ^atl^t 

PARTIALLY KNOWN AND METHODS OF DESBCW 
THEREFOR ^ 
J. Edwin Blalock; Kenneth L. ^J^^^^^Ti 
and EritvM. Smith, <Zh*tim, T ^^^r^ 

rtkm of Ser. No. 829,709, Feb, 19, ^J***"^ 
t of Sar. No, 70M01, Msw. 1, 
4J863J57. Tak anfikathm Mar. 7 t 1991, Ser. No.4*V 

**° 9 ** inTaT' CUP 2UQ6 • 

•~- , 25 1 
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1. A polypeptiitetxmipiem 


to at least a portke 


cfat 


original peptide or protein, said 


by a process comprisin g the steps of: 
(a) deteimming a first nnclro tid e 
acid, said first nncaeotide 


rx>ryi)eptide bemg prods^ 


of a Wan* 

codinsJor ~a« 


